Supplemental methods

Cell toxicity assay
To determine the working dose range of Rhein and inhibitors used in this study, the non-toxic concentrations were analyzed using the cell-based CellTox Green Cytotoxicity Assay (Promega, Madison, IA, USA) according to the instruction manual.
The principle of the assay is based on a fluorescent DNA-binding dye that is excluded from viable cells, but preferentially enters non-viable cells due to their lack of membrane integrity. The resulting fluorescent signal is directly proportional to the stained cells and cytotoxicity. 10,000 HCF-v cells per well were seeded into black opaque 96-well cell culture plates in growth media and let adhere overnight. Cells were washed once with PBS and dose range of respective substance of interest was applied to the cells in serum-free media for 24h at 37°C in a humidified incubator (74% N2, 21% O2, 5% CO2). For assaying, 100 μl of dye-containing assay buffer (1:1 to medium (v/v)) was added to the cells and incubated for 15min RT prior measurement of fluorescent signals at EEx = 485nm/EEm = 530nm using the Infinite 200 PRO microplate reader. A maximum toxicity control was employed by addition of 4 μl lysis reagent to the cells.
SIRT/ HDAC activity assays
Measurement of respective enzyme-activities in this study were carried out using bioluminescence-based enzyme-specific activity assays, the SIRT-Glo, HDAC2-Glo 
